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AB The title compds . [I; X = OH, O(alkyl), O(aryl), O (arylalkyl) , NR5 (aryl) , 
NR5 (arylalkyl) ; W = H, (CR7R8)qH; Z = 5-membered heteroaryl group, a 5-6 
membered heterocyclyl or cycloalkyl group, a 9-10 membered bicyclic aryl 
or heteroaryl, or a 6-membered aryl or heteroaryl; R1-R3 = H, halo, CN, 
N02, etc.; R5 = H, alkyl, NH2 , alkylamino, OH, alkoxy; R7, R8 = H, alkyl, 
halo, etc.] which are useful as serine protease inhibitors, were prepared 
E.g, a multi-step synthesis of II, starting from 3-ethoxy-4- 
isopropoxybenzaldehyde, was given. The compds. I showed Ki of < 25 
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(Reactant or reagent) 

(preparation of phenylglycine derivs . as inhibitors of coagulation factor 
Vila for treatment of thromboembolic disorders) 
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CN Benzeneacetic acid, a- [ [1- [bis [ (2 , 4-dimethoxyphenyl) methyl] amino] -6- 

isoquinolinyl] amino] -3-ethoxy-4- (1-methylethoxy) methyl ester (9CI) (CA 
INDEX NAME) 
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CN Benzeneacetic acid, a- [ [1- [bis [ (2 , 4-dimethoxyphenyl) methyl] amino] -6 - 

isoquinolinyl] amino] -3-ethoxy-4- (1-methylethoxy) - (9CI) (CA INDEX NAME) 
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AB Phenylglycine derivs. Z-N (W) CHRCO-X [X is NR6S(0)pR16, where p is 1 or 2, 
R6 is H, alkyl, NH2 , alkylamino, OH or alkoxy and R16 is (un) substituted 
alkyl or alkenyl, aryl, heteroaryl, cycloalkyl or heterocyclyl ; W is H or 
(CR7R8) 1-3-W1, where Wl is H or a bond with R6 and R7/R8 are H, alkoxy, 
amino, alkylsulf onylamino, alkyl, etc.; Z is an optionally-substituted 
5-membered heteroaryl, 5- or 6-membered heterocyclyl or cycloalkyl, 9- or 
10-membered bicyclic aryl or heteroaryl or 6-membered aryl or heteroaryl 
ring; R is (un) substituted phenyl], including stereoisomers and 
pharmaceutically-acceptable salts, were prepared as inhibitors of serine 
proteases such as factor Vila. Thus, N- [ (3 -ethoxy-4- 
isopropoxyphenyl) (1,2, 3 , 4-tetrahydroisoquinolin-7- 

ylamino) acetyl ] benzenesulf onamide TFA salt was prepared by a multistep 
procedure involving condensation of 3-ethoxy-4-isopropoxybenzaldehyde, 
7-amino-3,4-dihydro-lH-isoquinoline-2-carboxylic acid tert-Bu ester, and 
benzyl isonitrile as key step. 
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isoquinolinyl] amino] -3-ethoxy-4- (1-methylethoxy) -N- (phenylsulfonyl) - (9CI) 
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CN Imidodicarbonic acid, [6- [ [1- [3-ethoxy-4- ( 1 -me thylethoxy) phenyl] -2- 
[ (methyl sulfonyl) amino] -2 -oxoethyl] amino] -1-isoquinolinyl] -, 
bis (1, 1-dimethylethyl) ester (9CI) (CA INDEX NAME) 
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AB Novel Ph compds. I [D = (un) saturated 3-4 alkylene chain, containing 1-2 
N, 0 

and/or S {may be substituted with halogen, A, {C (R3 ) 2 }n-Ar , 

{C(R3)2}n-Hetl, {C (R3 ) 2 }n-cycloalkyl , 0R2 , N(R2)2, N02 , CN, C02R2, 

CON(R2)2, NR2C0A, NR2S02A, C0R2 , S02NR2 , S(0)mA}; W = C(R2)2, {C(R2)2}2, 

OC(R2)2, NR2C(R2)2; X = C0NR2 , CONR2C(R3)2, C(R3)2NR2, C (R3 ) 2NR2C (R3 ) 2 ; Y 

= alkylene, cycloalklylene, Het-diyl, Ar-diyl; T = (un) substituted 

heterocycle containing 1 - 4 of N, 0 and/or S; A = (un) branched Cl-6-alkyl 

{may contain 0, S, CH:CH or substituted with 1 - 7 F}; Rl = H, halogen, A, 

0R2, N(R2)2, N02, CN, C02R2 , CON(R2)2, {C(R3)2}nAr, {C (R3 ) 2 }n-Het , 

{C(R3)2}n-cycloalkyl; R2 = H, A, {C(R3)2}nAr, {C (R3 ) 2 }n-Het , 

{C(R3) 2}n-cycloalkyl; R3 = H, A; Ar = (un) substituted Ph, naphthyl, 

biphenyl {may be substituted with halogen, A, 0R3, N(R3)2, N02 , CN, C02R3, 

CON(R3)2, NR3COA, NR3CON(R3)2, NR3S02A, C0R3 , S02N(R3)2, SOmA} ; Het = 

(un) saturated or aromatic heterocycle (containing 1 - 4 N, O and/or S and may 

be 

substituted with halogen, A, { C (R3 ) 2 }n-Hetl , {C (R3 ) 2 }n-cycloalkyl , OR2 , 
N(R2)2, N02, CN, C02R2 , CON(R2)2, NR2COA, NR2CON(R2)2, NR2S02A, COR2 , 
S02NR2, S(O)mA); Hetl = (un) saturated or aromatic heterocycle {containing 1 - 
2 N, 0 

and/or S and may be substituted with halogen, A, 0R2, N(R2)2, N02, CN, 
C02R2, CON(R2)2, NR2COA, NR2CON(R2)2, NR2S02A, C0R2 , S02NR2 , S(0)mA}; 
halogen = CI Br, F, I ; n = 0 - 2 ; m = 0 - 2] are claimed. I and their 
pharmaceutical ly acceptable derivs . , solvates, stereoisomers and their 
mixts., are inhibitors of coagulation factor Xa and can be used in the 
prophylaxis and/or therapy of thromboembolic diseases and in the treatment 
of tumors. Thus isoquinoline II was prepared from 7-hydroxyisoquinoline via 
O-alkylation with Me (CH2 ) 2CHBrC02Et , saponification, amidation with 
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1- (4-aminophenyl)piperidin-2-one, isoquinoline N-oxidation, isoquinoline 
N-oxide amination with pyridine, and reaction with ethanolamine . II was 
tested for thrombin receptor binding ability [IC50 = 3.5 x 10-7 M vs. FXa; 
IC50 = 2.2 x 10-7 M vs. TF] . I was used in the preparation of drug 
formulations (injections, suppositories, solns., solvates, tablets, etc.). 
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piperidinyl ) phenyl ] - (9CI) (CA INDEX NAME) 
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CN Benzeneacetamide, a- (6 -isoquinolinylamino) -N- [3-methyl-4- (2-oxo-l- 
piperidinyl) phenyl] - (9CI) (CA INDEX NAME) 
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quinolinylamino) - (9CI) (CA INDEX NAME) 
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Heterocycles (2000), 53(1), 127-134 
CODEN: HTCYAM; ISSN: 0385-5414 
Japan Institute of Heterocyclic Chemistry 
Journal 
English 

CASREACT 132:222464 
Aromatic nucleophilic N-N exchange reaction of N, N-dimethyl-5 , 7- 
bis (trif luoroacetyl) -8-quinolylamine with some amino acid derivs . gave the 
corresponding N- [5 , 7-bis (trif luoroacetyl) -8-quinolyl] amino acid derivs. in 
excellent yields. Subsequent base-catalyzed cyclization afforded 
fluorine -containing IH-pyrrolo [3 , 2 -h] quinolines in high yields. 
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RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of (f luoromethyl) pyrroloquinolines) 
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Benzeneacetic acid, a- [ [5, 7-bis (trif luoroacetyl) -8-quinolinyl] amino] - 
, ethyl ester, (aS) - (9CI) (CA INDEX NAME) 
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AB The present invention is concerned with antiretroviral 

heterocycle-substituted benzenemethanamine derivs . 2,6- 
Dichlorobenzaldehyde was treated with KCN, then with 2-chloro-3- 
nitropyridine to give 2 , 6-dichloro-ct- [ (3 -nitro-2 - 

pyridinyl) amino] benzeneacetamide (I). The in vitro 50 % cytotoxic dose 
and 50 % ED of I against HIV-1 transformed T4-cell line MT-4 was 35.8 and 
0.03 ug/mL, resp. Formulations for oral and parenteral administration 
of the compds . were also provided. 
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quinolinyl) amino] -2, 6-dichloro- (9CI) (CA INDEX NAME) 
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PRIORITY APPLN. INFO. 

OTHER SOURCE (S) : 
GT 



APPLICATION NO. 

WO 1992-EP2993 
, JP, KP, KR, LK, 

, GR, IE, IT, LU, 
, ML, MR, SN, TD, 
AU 1993-32580 

EP 1993-901757 
, GR, IE, IT, LI, 
JP 1992-511436 
HU 1994-1380 
CN 1992-115151 



DATE 



ZA 1992- 

IL 1992- 

US 1994- 

FI 1994- 

NO 1994- 

EP 1991- 

WO 1992- 



10078 

104257 

240737 

3119 

2480 

203431 

EP2993 



19921222 
MG, MN, MW, NO, 

MC, NL, PT, SE, 
TG 

19921222 

19921222 
LU, MC, NL, PT, SE 
19921222 
19921222 
19921229 

19921229 
19921229 
19940512 
19940629 
19940630 
A 19911230 
A 19921222 



MARPAT 119:249848 




AB The title compds . I [Rl, R2 = halogen, methyl; R3 = H, halogen, N02, CF3 ; 
R4 = CF3, Ac, (un) substituted carbonylamino, (un) substituted 
thiocarbonylamino, Cl-4 alkanediyl, Cl-4 hydroxyalkanediyl ; X = 
(un) substituted pyrazolyl, (un) substituted thiophenyl, (un) substituted 
pyrazinyl, (un) substituted pyridyl, etc.], which effectively inhibit the 
replication HIV, particularly HIV I, are prepared and I -containing 
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pharmaceutical formulations presented. Thus, a-amino-2,6- 
dichlorobenzeneacetonitrile hydrochloride was oxidized to 
a-amino-2 , 6-dichlorobenzeneacetamide hydrochloride, which was 
reacted with 2-chloro-3-nitropyridine, producing pyridinyl derivative II, m 
207.2°. II demonstrated 50% ED against HIV-infected T4 cells of 
0.03 ug/mL. 
IT 186591-54-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(preparation and antiviral activity of) 
RN 186591-54-8 CAPLUS 

CN Benzeneacetamide, a- [ (3 -acetyl -5, 6,7, 8 -tetrahydro-4 - 

quinolinyl) amino] -2, 6-dichloro- (9CI) (CA INDEX NAME) 



NH 



Ac 
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1993:649710 CAPLUS 
119:249710 

a- substituted benzenemethanamine antiviral 
derivatives 

Janssen, Marcel August Constant; Van Daele, Georges 

Henri Paul; Bosmans, Jean Paul Rene Marie Andre; Van 

den Keybus, Frans Maria Alfons; Nuyens, Karin Josepha 

Malvina Maria; Janssen, Paul Adriaan Jan 

Janssen Pharmaceutica N.V. , Belg. 

PCT Int. Appl. , 39 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 9313052 Al 19930708 WO 1992-EP2995 19921222 

W: AU, BB, BG, BR, CA, CS, FI , HU, JP, KP, KR, LK, MG, MN, MW, NO, 

NZ, PL, PT, RO, RU, SD, US 

RW: AT, BE, CH, DE, DK, ES , FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, 

BF, BJ, CF, CG, CI, CM, GA, GN, ML, MR, SN, TD, TG 
AU 9332581 Al 19930728 AU 1993-32581 19921222 
AU 664874 B2 19951207 

EP 620809 Al 19941026 EP 1993-901721 19921222 

EP 620809 Bl 19970305 

R: AT, BE, CH, DE, DK, ES , FR, GB, GR, IE, IT, LI, LU, MC, NL, PT, SE 
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NO 
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1991 


-203430 


A 19911230 










DE 


1991 
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U 19911230 










WO 


1992 


-EP2995 


A 19921222 










US 


1994 


-240735 
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OTHER SOURCE(S): MAR PAT 119:249710 

GI 




AB The title compds . I [Rl = CF3 , methylcarbonyl , C3-6 cycloalkyl, 

(un) substituted carbonylamino or thiocarbonylamino; R2 , R3 = halogen, 

methyl; R4 = H, OH, halogen, N02 , CF3 ; R8 = H, CI -6 alkoxy, CI -6 alkyl, 

halogen, N02 , aminocarbonyl , etc.; R7 = H in which case R5R6 = 

(un) substituted bivalent radical; R6R7 = (un) substituted (CH2)m in which 

case R5 = H, Cl-6 alkoxy, Cl-6 alkyl, halogen, N02 , etc.; m = 3,4] or II 
(R9 = CF3, MeCO, C3-6 cycloalkyl, etc.; R10, Rll = halogen, methyl; R12 = 

H, HO, halogen, N02, CF3 ; R13 = Cl-6 alkoxy, N02 , F3C0, 

2, 2,2-trifluoroethoxy, etc.; R14 , R15 = H, halogen, Cl-4 alkyl, N02, Cl-4 

alkoxy, CF3) , useful in the treatment of retroviruses (e.g., HIV-1) , are 

prepared and I- and II-containing pharmaceutical formulations are presented. 

Thus, benzenemethanamine III (X = CN) was oxidized in the presence of 

formic acid and HC1, producing III (X = CONH2) (IV) (m.p. 249.5°). 

Product IV demonstrated 50% protection concentration against HIV-1 -transformed 

T4 

cells of 0.0038 ug/mL . 
IT 150806-22-7P 150806-26-1P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(preparation and antiviral activity of) 
RN 150806-22-7 CAPLUS 

CN Benzeneacetamide, 2 , 6-dichloro-a- (8-quinolinylamino) - (9CI) (CA 
INDEX NAME) 
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RN 150806-26-1 CAPLUS 

CN Benzeneacetamide, 2 , 6-dichloro-a- [ (l-oxido-8-quinolinyl) amino] - 
(9CI) (CA INDEX NAME) 



CI 
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1990 : 406315 CAPLUS 
113 :6315 

Preparation of quinolines and naphthyridines as drugs 
with affinity for benzodiazepine peripheral receptors 
Mendes, Etienne; Vernieres, Jean Claude; Keane, Peter 
Eugene; Bachy, Andre 
SANOFI, Fr. 

Eur. Pat. Appl . , 2 8 pp. 

CODEN: EPXXDW 

Patent 

French 

1 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


EP 


346208 


Al 


19891213 


EP 1989-401548 


19890605 


EP 


346208 


Bl 


19940413 








R: AT, 


BE, CH, DE, ES, 


FR, GB, 


GR, IT, LI, LU, NL, SE 




FR 


2632305 


Al 


19891208 


FR 1988-7498 


19880606 


FR 


2632305 


Bl 


19920515 






FR 


2632861 


Al 


19891222 


FR 1988-8025 


19880615 
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FR 


1988 


-7498 


A 


19880606 










FR 


1988 


-8025 
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19880615 










EP 


1989 


-401548 


A 


19890605 



OTHER SOURCE(S): CASREACT 113:6315/ MARPAT 113:6315 

GI 




NR4CHR3 (CH 2 ) n C0NRlR2 
COZ 

RlO 



AB 



IT 



RN 
CN 



The title compds . I (Rl, R2 = H, Cl-6 alkyl, C2-6 alkenyl, Ph, PhCH2 ; or 
NR1R2 = heterocyclyl; R3 = H # Cl-6 alkyl, Ph, etc.; R4 = H, Cl-4 alkyl; 
R5, R6 = H, halo, Cl-3 alkyl, alkoxy, etc.; or R5R6 = methylenedioxy ; Z = 
0R7; R7 = H, Cl-6 alkyl, NR8R9, etc.; R8 , R9 = H, Cl-4 alkyl, Ph, PhCH2 , 
etc.; RIO = H, Cl-4 alkyl, Ph; n = 0-2; p = 0 or 1; 1 of A, B, C, D, is N, 
the others are CH; or A, B, C, D = CH) were prepared Reaction of Et 
4-chloro-7-trif luoromethylquinoline-3-carboxylate with 

N,N-dipropyl-2-aminopropanamide in the presence of Et3N gave I (Rl = R2 = 
Pr, R3 = Me, R4 = H, p = 0, R5 - RIO = H, R6 = 7-CF3, Z = OEt, n = 0, A = 
B = C = D - CH) (II) . II exhibited an IC50 of 3 mM in an in vitro test 
for inhibition of affinity of PK 11195 for peripheral benzodiazepine 
receptors, . 

127447-28-3P 127447-29-4P 127447-74-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, as drug with affinity for peripheral benzodiazepine 

receptor) 
127447-28-3 CAPLUS 

3-Quinolinecarboxylic acid, 4 - [ [2- (dipropylamino) -2-oxo-l- 
phenylethyl] amino] -7- (trif luoromethyl) -, ethyl ester (9CI) (CA INDEX 
NAME) 
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RN 127447-29-4 CAPLUS 

CN 3-Quinolinecarboxylic acid, 6-chloro-4- [ [2- (dipropylamino) -2-oxo-l- 
phenylethyl] amino] -, ethyl ester (9CI) (CA INDEX NAME) 




NH- CH- C-N(Pr-n) 2 



RN 127447-74-9 CAPLUS 

CN Benzeneacet amide, a- [ (3 -benzoyl-7-chloro-4-quinolinyl) amino] -N,N- 
dipropyl- (9CI) (CA INDEX NAME) 
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1990:7449 CAPLUS 
112 :7449 

Synthesis of heterocyclic compounds isosterically 
related to pyrazolo [4 , 3 -c] quinolines as benzodiazepine 
receptor ligands 

Shindo, Hirohisa; Fujishita, Toshio; Sasatani , 
Takashi; Chomei, Nobuo; Takada, Susumu 
Shionogi Res. Lab., Shionogi and Co., Ltd., Osaka, 
553, Japan 

Heterocycles (1989), 29(5), 899-912 
CODEN: HTCYAM; ISSN: 03 85-5414 
Journal 
English 

CASREACT 112:7449 
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GI 




AB Fused pyridine and pyrimidine derivs . have been synthesized which are 

isosterically related to pyrazolo [4 , 3 -c] quinolines with the high affinity 
to the benzodiazepine receptor. Thus, pyrazolopyridines I (R = H, CI) 
were prepared from Et 4-chloronicotinate N-oxide (II) . 

IT 124031-18-1P 124031-19-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(preparation and cyclization of) 

RN 124031-18-1 CAPLUS 

CN 3-Quinolinecarboxylic acid, 4- [ (2 -methoxy-2 -oxo-l-phenylethyl) amino] -, 
ethyl ester (9CI) (CA INDEX NAME) 




NH- CH- C- OMe 



RN 124031-19-2 CAPLUS 

CN 3-Quinolinecarboxylic acid, 4 - [ [1- (4 -chlorophenyl) -2 -ethoxy-2 - 
oxoethyl] amino] -, ethyl ester (9CI) (CA INDEX NAME) 




CI 



=> d his 
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